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Pharmacovigilance 

What is Pharmacovigilance ? 

Pharmakon (Greek) = Medicinal Substances 
Vigilia (Latin) = To keep watch 


WHO Definition 

The science & activities relating to the 
detection, assessment, understanding & 
prevention of adverse effects or any other drug 
related problems 
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Periodic benefit risk evaluation report (PBRER) 

Format and content for providing an evaluation of the risk-benefit balance of 
a medicinal product for submission by the marketing authorization holder at 
defined time points during the post-authorization phase. 

EU reference date ; Union reference date 

For medicinal products containing the same active substance or the same 
combination of active substances, the date of the first marketing 
authorization in the EU of a medicinal product containing that active 
substance or that combination of active substances; or if this date cannot be 
ascertained, the earliest of the known dates of the marketing authorizations 
for a medicinal product containing that active substance or that combination 
of active substances. 

Development international birth date (DIBD) 

Date of first approval (or authorization) for conducting an interventional 
clinical trial in any country. 
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Periodic Safety Update Report with regard to it's definition must 
be done with regard to the data lock point defined in Union 
Reference List and submitted on time within 70 calendar day 
from the DLP if PBRER cover period up to one year and within 90 
calendar day from the DLP if PBRER cover period more than one 
year. 

Bata lock point determined by follow up monthly because all 
data updated monthly on European medicine agency website 
http://ema.europa.eu/ -^Human 

regulatory—►pharmacovigilance—^periodic safety update 
report— > List of EURDs and frequency of submission of PBRERs , 
this list is excel sheet of all active ingredient with all dates 
concerning data lock point and last submission date for each 
product 
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sections of PBRER with regard to GVP guidelines as following (No 
change in order and content): 

Part I: Title page including signature 

Part II: Executive Summary 

Part III: Table of Contents 

1 .Introduction 

2 / Vvorldwide marketing authorization status 

^.Actions taken in the reporting interval for safety reasons 

3.1 Actions related to investigational uses 
3.2Actions related to marketing experience 

4. Changes to reference safety information 

5. Estimated exposure and use patterns 

5.1 Cumulative subject exposure in clinical trials 

5.2 Cumulative and interval patient exposure from marketing 
experience 
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6. Data in summary tabulations 

6.1 Reference information 

6.2 Cumulative summary tabulations of serious adverse events from clinical trials 

6.3 Cumulative and interval summary tabulations from post-marketing data 
sources 

7. Summaries of significant findings from clinical trials during the reporting 
interval 

/.] Completed clinical trials 

7.2 Ongoing clinical trials 

7.3 Long-term follow-up 

7.4 Other therapeutic use of medicinal product 

7.5 New safety data related to fixed combination therapies 

8. Findings from non-interventional studies 

9. Information from other clinical trials and sources 

9.1 Other clinical trials 

9.2 Medication errors 
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• 10. Non clinical data 

• 11. Literature 

• 12. Other periodic reports 

• 13. Lack of efficacy in controlled clinical trials 

• 14. Late-breaking information 

15. Overview of signals: new, ongoing or closed 

16. Signal and risk evaluation 

16.1 Summaries of safety concerns 

16.2 Signal evaluation 

16.3 Evaluation of risks and new information 

16.4 Characterization of risks 

16.5 Effectiveness of risk minimization 
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»• 17. Benefit evaluation 

»• 17.1 Important baseline efficacy and effectiveness 
information 

»• 17.2 Newly identified information on efficacy and 
effectiveness 

>7.3 Characterization of benefits 

18. Integrated benefit-risk analysis for authorized indications 

18.1 Benefit-risk context - Medical need and important 
alternatives 

18.2 Benefit-risk analysis evaluation 

19. Conclusions and actions 

20. Appendices to the PBRER 
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• Part I The title page include the name of the medicinal 
product(s) and substance, international Birth date (IBD) 
(the date of the first marketing authorization for any 
product containing the active) 

•Substance granted to any company in any country in 
the world), reporting interval, date of the report, 

Marketing authorization holder details and statement of 
confidentiality of the information included In the PBRER, 
The title page shall also contain the signature. 
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»• Part II An executive summary placed immediately after the 
title page and before the table of Contents contain the 
following information: 

» introduction and reporting interval , medicinal product(s), 
therapeutic class(es), mechanism(s) of action, indication(s), 
pharmaceutical formulation(s), dose(s) and route(s) of 
administration , estimated cumulative clinical trials exposure 
, estimated interval a cumulative exposure from marketing 
experience , number of countries in which the medicinal 
product is authorized , summary of the overall benefit-risk 
analysis evaluation , actions taken and proposed for safety 
reasons, (e.g. significant changes to the reference product 
information, or other risk minimization activities) 
conclusions. 
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Part III PBRER table of contents. 

• PBRER section 1 “Introduction contain the following 
information: IBD, and reporting interval, medicinal 
product(s), therapeutic class (es), mechanism(s) of 
action, authorized indication(s). 

Pharmaceutical form(s), dose(s) and route(s) of 
administration, a brief description of the population(s) 
being treated and studied and all previous data 
preferred to be from the approved pamphlet of our 
medicinal product or from SmPC of innovator. 



PERIODIC BENEFIT RISK EVALUATION REPORT/PBRER 

PBRER section 2 “Worldwide marketing authorization status contain a 
brief narrative overview including: date of the first authorization 
worldwide, indications(s), authorized dose(s), and where authorized. 
And all previous data preferred to be from the approved pamphlet 
of our medicinal product It mav be defined in the following table: 


1st approval date/ application date 



Local trade name _ 

Dosage form _ 

Indication _ 

Authorized dose _ 

Current authorization status 
Current marketing status & date 
Application refusal (if any) 

Refusal date _ 

Comments/ explanation_ 
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PBRER section 3 ‘‘Actions taken in the reporting interval for 
safety reasons subsection action related to marketing 
experience include a description of significant actions 
related to safety that have been taken worldwide during 
the reporting interval and it may be narrative or in the 
fgitPwing table: 


Date 


Issue 


Country 


Action taken 
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PBRER section 4 “Changes to reference safety information 
listing any significant changes made to the reference 
safety information (approved pamphlet of our medicinal 
product) within the reporting interval. Such changes 
include information relating to contraindications, warnings, 
precautions, serious adverse drug reactions, interactions 
and it defined in the following table: 




Section in 
approved 

pamphlet that have 
been changed 


Modification or addition or 
omission or any else 
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PBRER section 5 “Estimated exposure and use patterns 
provide an accurate estimate of the population exposed 
to the medicinal product, including all data relating to the 
volume of sales and volume of prescriptions. Consistent 
methods for calculating subject/patient exposure be used 
across PBRERs for the same medicinal product by 
calculating the dosing regimen and volume of sales then 
dividing volume of sales by dosing regimen to calculate 
estimated number of patients that use the drug as in the 
following table: Cumulative exposure and Interval 
exposure from marketing experience 
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PBRER section 6 ‘‘Data in summary tabulations recent 
safety data through summary tabulations of serious 
adverse events. 

subsection 6.1 reference information depend on MedDRA 
coding system according to the following table: 


MedDRA 

SOC 

PT 

Spontaneous, including medicines authority and literature 

Non-interventional 
post-marketing study 
and reports from other 
solicited sources. 


serious 

Non-serious 

Total 

spontaneous 

serious 

interval cumulative interval cumulative 

interval cumulativ 

e 


soc 

PT 
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subsection 6.2 cumulative summary tabulations of serious 
adverse events from clinical trials: this subsection is not 
applicable for generic companies. 

subsection cumulative and interval summary tabulations 
from post-marketing data sources include data collected 
from marketing department regarding adverse reactions 

PBRER section 7 “Summaries of significant findings from 
clinical trials during the reporting interval: 

the following subsections are not applicable for generics: 
completed clinical trials, PBRER ongoing clinical trial, and 
long term follow-up. 
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subsection of other therapeutic use of medicinal product 
include information on clinically important safety 
information from other programmes conducted that follow 
a specific protocol, with Solicited reporting. 

subsection of new safety data related to fixed combination 
therapy include the following: 

If the active substance that is the subject of the PBRERs is 
also authorized or under development as a component of 
a fixed combination product or a multi-drug regimen, this 
sub-section should summarize important safety findings 
from use of the combination therapy. 
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If the product itself is a fixed combination product, this 
PBRER sub-section should summarize important safety 
information arising from the individual components 
whether authorized or under development. 

section 8 “Findings from non-interventional studied 
summarize relevant safety information or information with 
potential impact in the benefit-risk assessment from 
marketing authorization holder-sponsored non- 
interventional studies that became available during the 
reporting interval (e.g. observational studies, 
epidemiological studies, and active surveillance 
programs). This include relevant information from drug 
utilization studies when relevant to multiple regions. 
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»PBRER section 9 information from other clinical trials and 
sources. 

• subsection 9.1 other clinical trials is not applicable for 
generic companies. 

• subsection 9.2 medication errors contain summarize 
relevant information on patterns of medication errors 
and potential medication errors, even when not 
associated with adverse outcomes which collected from 
sales & marketing department. 
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• section 10 non-clinical data is not applicable for 
generics. 

• PBRER section 11 “Literature include a summary of new 
and significant safety findings, either 

• Published in the pre-reviewed scientific literature or 
made available as unpublished manuscripts that the 
marketing authorization holder became aware of during 
the reporting interval, when relevant to the medicinal 
product. These data collected by search on websites as 
general using these key elements but not restricted to 
safety, efficacy, clinical data, pharmacotherapy, and 
place in therapy, pharmacoeconomics, and 
pharmacokinetics.. ..etc. 
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•Also contain this types of safety information: 

• Pregnancy outcomes (including termination) with no 
adverse outcomes. 

• Use in pediatric populations. 

• Compassionate supply (privacy data of case or 
patients), named patient use. 

Lack of efficacy. 

Asymptomatic overdose, abuse or misuse. 
Medication error where no adverse events occurred. 
Important non-clinical safety results. 
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PBRER section 12 “Other periodic reports will only apply in 
certain circumstances concerning fixed combination 
products or products with multiple indications and/or 
formulations where multiple PBRERs are prepared in 
agreement with the national medicines authority. 

PBRER section 13 “Lack of efficacy in controlled clinical 
trials: Not applicable for generics. 

PBRER section 14 “Late-breaking information summarize in 
this PBRER section the potentially important safety, efficacy 
and effectiveness findings that arise after the data lock 
point but during the period of preparation of the PBRER. 
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^PBRER section “Overview of signals: new, ongoing, or 
closed provide a high level overview of 

»■ Signals that were closed (i.e. evaluation was completed) 
during the reporting interval as well as 

•Qngoing signals that were undergoing evaluation at the 
end of the reporting interval. Examples of new signals 
would therefore include new information on a previously: 

Close and refuted signal, which would result in the signal 
being re-opened. 
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• Identified risk where the new information suggests a 
clinically significant difference in the severity or 
frequency of the risk. 

• Identified risk for which a higher frequency or severity of 
the risk is newly found. 

^Potential risk which, if confirmed, would warrant a new 
warning, precaution, a new contraindication or 
restriction in indication(s) or population or other risk 
minimization activities. 

• And Within this section, or as an appendix provide a 
tabulation of all signals ongoing or closed at the end of 
the reporting interval. 
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•This tabulation filled from all data regarding signal 
management 


Data 

Status 

Data closed 

Source 

Reason for 

Method of 

Action 

detecte 

(ongoing or 

(for closed 

of 

evaluation and 

signal 

taken or 

d 

closed) 

signals) 

signal 

summary of key data 

evaluation 

planned 
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• PBRER section 16 Signal and risk evaluation provide 
Summaries of safety concerns , Signal evaluation 
^valuation of risks and new information 
Characterization of risks , Effectiveness of risk 
minimization (if applicable ). 

• subsection 16.1 summary of safety concern contain all 
/ safety concern (mentioned as defined by innovator) 

summarized as in the following table: 



Missing information 







PERIODIC BENEFIT RISK EVALUATION REPORT/PBRER 

• subsection 16.2 signal evaluation summarize the results of 
evaluations of all safety signals (whether or not classified as 
important) that were closed during the reporting interval, the 
two main categories to be included in this sub-section are: 

• Those signals that, following evaluation, have been refuted as 
7 ^falsell signals based on medical judgment and scientific 
evaluation of the currently available information. 

Those signals that, following evaluation, have been 
categorized as either a potential or identified risk, including 
lack of efficacy. 

And each evaluation should include the following 
information as appropriate: 

Source or trigger of the signal. 
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» Background relevant to the evaluation. 

» Method of evaluation, including data sources, search 
criteria (where applicable, the specific MedDRA terms 
(e.g. PTs, HLTs, SOCs, etc.) or Standardized MedDRA 
Queries (SMQs) that were reviewed), and analytical 
approaches. 

results - a summary and critical analysis of the data 
considered in the signal evaluation; where integral to the 
assessment, this may include a description of a case 
series or an individual case 


Discussion. 

Conclusion. 
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• subsection 16.3 evaluation of risks and new information 
include recognized risks that is not already included 
before and new information that constitute a signal with 
respect to a previously recognized risk and also updated 
information about each risk. 
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• subsection 16.4 characterization of risks include if 
applicable: 

• Frequency. 

• numbers of cases (numerator) and precision of estimate, 
taking into account the source of the data 

Extent of use (denominator) expressed as numbers of 
patients, patient-time, etc., and precision of estimate. 

Estimate of relative risk and precision of estimate. 

Estimate of absolute risk and precision of estimate. 

Impact on the individual patient (effects on symptoms, 
quality or quantity of life). 
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»• Public health impact. 

patient characteristics relevant to risk (e.g. patient factors 
(age, pregnancy/lactation, hepatic/renal impairment, 
relevant co-morbidity, disease severity, genetic 
polymorphism); 

Dose, route of administration. 

Duration of treatment, risk period. 

Preventability (i.e. predictability, ability to monitor for a 
—sentinelll adverse reaction or laboratory marker). 

Reversibility. 

Potential mechanism; and strength of evidence and its 
uncertainties, including analysis of conflicting evidence, if 
applicable. 
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• subsection 16.5 of effectiveness of risk minimizations 
include the results of assessments of the effectiveness of 
risk minimization activities relevant to the risk-benefit 
assessment and relevant information on the 
effectiveness and/or limitations of specific risk 
minimization activities for important identified risks that 
has become available during the reporting interval. 
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• PBRER section 17 Benefit evaluation PBRER sub-sections 
Important baseline efficacy and effectiveness 
information) and newly identified information on 
efficacy and effectiveness) and characterization of 
benefits provide the baseline and newly identified 
benefit information that support the characterization of 
benefit described in sub-section Characterization of 
benefits) that in turn supports the benefit-risk evaluation 
in section Integrated benefit-risk analysis for authorized 
indications) .so this section contain information on safety 
and efficacy and effectiveness of authorized indication 
and describe the strength of evidence of benefit 
considering comparators 
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»PBRER section 18 “Integrated benefit-risk analysis for 
authorized Indications provide an overall appraisal of 
the benefit and risk of the medicinal product as used in 
clinical practice, subsection Benefit-risk context - 
medical need and important alternatives include brief 
description of the medical need for the medicinal 
product in the authorized indications and summarized 
alternatives and subsection of benefit-risk analysis 
evaluation include: 

^Consider the context of use of the medicinal product: 
the condition to be treated, prevented, or diagnosed; 
its severity and seriousness; and the population to be 
treated (relatively healthy; chronic illness, rare 
conditions). 
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• With respect to the key benefit(s), consider its nature, 
clinical importance, duration, and generalizability, as 
well as evidence of efficacy in non-responders to other 
therapies and alternative treatments. Consider the effect 
size. If there are individual elements of benefit, consider 
jdll (e.g. for therapies for rheumatoid arthritis: reduction of 
symptoms and inhibition of radiographic progression of 
joint damage). 

With respect to risk, consider its clinical importance, (e.g. 
nature of toxicity, seriousness, frequency, predictability, 
preventability, reversibility, impact on patients), and 
whether it arose from clinical trials in unauthorized 
indications or populations, off-label use, or misuse. 
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• The strengths, weaknesses, and uncertainties of the evidence 
should be considered when formulating the benefit-risk 
evaluation. Describe how uncertainties in the benefits and 
risks impact the evaluation. Limitations of the assessment 
should be discussed. 

• Provide a clear explanation of the methodology and 
reasoning used to develop the benefit-risk evaluation: 

The assumptions, considerations, and judgment or weighting 
that support the conclusions of the benefit-risk evaluation 
should be clear. 

If a formal quantitative or semi-quantitative assessment of 
benefit-risk is provided, a summary of the methods should be 
included. 

Economic considerations (e.g. cost-effectiveness) should not 
be considered in the benefit-risk evaluation. 
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section 19 “Conclusions and actions the conclusions 
should include preliminary proposal(s) to optimize or 
further evaluate the risk-benefit balance. This may 
include proposals for additional risk minimization 
activities. 
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• PBRER section 20 Appendices of PBRER: 

• Appendix 1: Reference information 

•Appendix 2: Cumulative summary tabulations of serious 
adverse events from clinical trials; and cumulative and 
mterval summary tabulations of serious and non-serious 
adverse reactions from post-marketing data sources; not 
applicable for generic companies. 
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Appendix 3: Tabular summary of safety signals (if not 
included in the body of the report). It is preferred to 
include the tabulation of signals in the body of the 
PBRER, if feasible as follow: 







Reason for 



Signal 

term 

Data 

detected 

Status 

Data closed 

Source of 
signal 

evaluation 

Method of 

Action taken or 
planned 

(ongoing or 
closed) 

(for closed 
signals) 

and 

summary of 
key data 

signal 

evaluation 
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» Appendix 4: Listing of marketing authorization holder-sponsored 
interventional and non-interventional studies. 

» Appendix 5: List of the sources of information used to prepare the 
PBRER 

m Appendix 6: National appendix which include the following: 

^subsection 1: current national product information which is 
summary of product characteristics and patient information 
leaflet. 

subsection 2: proposed product information. 

subsection 3: proposed additional pharmacovigilance and risk 
minimization activities. 

subsection 4: summary of ongoing safety concerns. 



1st application date 
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► subsection 5: worldwide marketing authorization status table: 



comments 


















